In our LC-ESI-MS platform, an aniline derivatization reaction was used to label 25 the metabolites. The aniline labeling was mediated by N-(3-dimethylaminopropyl)-N′-26 ethylcarbodiimide hydrochloride (EDC), which binds directly to the carbonyl, 27 phosphophyl, and carboxyl groups on the metabolites (eg fumaric acid, malic acid, 28 pyruvate acid) [34] . This technique significantly improved the LC separation and ESI 29 efficiency (see Fig S1) , and also attenuated the effect of ion suppression. The total 30 number detected metabolites was generally increased by 50% in the aniline derivatized 31 samples compared to the crude metabolite samples (data not shown). 32
This labeled metabolite LC-ESI-MS platform identified approximately 100 33
metabolites in shrimp hemocyte samples (n = 4~6) collected at 0, 6, 12, 18, 24 hpi from 34
WSSV-infected and uninfected (PBS) shrimp (P. vannamei). A principle component 35
analysis (PCA) [37] showed that the metabolomic profiles of WSSV-infected and 36 uninfected samples at each time point formed distinct clades (Fig S2) . 37
38
WSSV promotes the synthesis of purine and pyrimidine precursors at the viral 39
replication stage 40
Rerouting of glycolysis into the pentose phosphate pathway (PPP) is another 41 characteristic of the Warburg effect. Here we found that the levels of four PPP 42 viral DNA replication stage immediately followed the synthesis of the purine and 62 pyrimidine precursors (Fig S5) . 63
64

TCA cycle metabolism was not abolished during WSSV infection despite the 65 accumulation of lactic acid 66
During the aerobic glycolysis observed in the Warburg effect, glucose is mostly 67 converted to lactic acid instead of being catabolized by the TCA cycle. Here, however, 68 despite the production of large amounts of lactic acid during WSSV infection (Fig 4A) , 69 the relatively small changes in the levels of the TCA metabolites (Fig S7) suggested 70 that the TCA cycle was still functioning. We note, however, that the higher levels of 71 
